Exhibit A 



Clozapine 50 mg/ml Suspension 



STABILITY 

STABILITY SUMMARY AND CONCLUSIONS 
Studies Conducted 

1) Long-term and accelerated stabflity 

Four batches of Clozapine 50 mg/ml Suspension have been placed onto the stability 
program as outlined below. 



Table 1: Clozapine 50 mg/ml Suspension undergoing Stability Testing 



Packed 
Batch 
Number 


Site of 
Manufacture 


Batch 
Size 
(L) 


Batch 
Size 
(units) 


Registration/ 
Commercial 


Orientation 


Date of 
manufacture 


Date of Study 
commencement 


17298 


Douglas 


250 


2500 


Registration 


Upright 


Dec 2004 


Jan 2005 


17359 


Douglas 


250 


2500 


Registration 


Upright 


Dec 2004 


Jan 2005 


17361 


Douglas 


250 


2500 


Registration 


Upright 


Dec 2004 


Jan 2005 


17361 


Douglas 


250 


2500 


Registration 


Inverted 


Dec 2004 


Jan 2005 


23283 


Douglas 


1000 


10000 


Commercial 


Upright 


Apr 2007 


Jun 2007 


23283 


Douglas 


1000 


10000 


Commercial 


Inverted 


Apr 2007 


Jun 2007 


32126 


Douglas 


1000 


10000 


Commercial 


Upright 


Oct 2008 


Dec 2008 



Batches 17298, 17359 and 17361 were the registration batches. Batches 23283 and 
32126 are the commercial batches that have been scaled up to 1000 L. 



All five batches of Clozapine 50 mg/ml Suspension were packed in amber glass 
bottles (type 3) fitted with child resistant, tamper evident caps. 

The available stability data for Clozapine 50 mg/ml is summarised below. 



Table 2 : Clozapine 50 mg/ml Suspension Stability Data Available 



Batches 


Orientation 


25 "C/eO % RH 


40 ''C/75 % RH 


Studied 




Available results (months) 


Available results (months) 


17298 


Upright 


0-3-6-9-12-18-24 


0-3-6 


17359 


Upright 


0-3-6-9-12-18-24 


0-3-6 


17361 


Upright 


0-3-6-9-12-18-24 


0-3-6 


17361 


Inverted 


0-3-6-9-12-18-24 


0-3-6 


23283 


Upright 


0-3-6-9-12-18-24 


0-3-6 


23283 


Inverted 


0-3-6-9-12-18-24 


0-3-6 


32126 


Upright 


0-3-6-9-12 


0-3-6 
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Clozapine 50 mg/ml Suspension 



The batches currently undergoing stability testing will continue to be tested at the 
conditions and time points summarised in the following table. 



Table 3: Stability Protocol 



Time Point (months) 


25 "C/dO % RH 


30 "0/65 % RH 


40 °C/75 % RH 


Initial 


^(M) 


E1(M) 


^(M) 


3 


✓ 


El 




6 


✓ 


Kl 


^(M) 


9 




e 




12 


✓ 


EI(M) 




18 








24 


✓ (M) 






36 


✓ (M) 







i'' = Tested at this time point 

(M) = Microbial limits to be tested at this time point 

El = Tested on demand 



Characteristics Studied 

The characteristics studied are according to the current shelf life specification for 
Clozapine 50 mg/ml Suspension at the time of testing. Tests include: 

Physical Characteristics 
Description 

- Viscosity 

Chemical characteristics 
pH 

- Related Substances 

- Assay: 

■ Clozapine 

■ Methyl paraben sodium 

■ Propyl paraben sodium 

- Dissolution' 

Other tests 

- Microbial Limits: 

■ Total Viable Aerobic Count 

■ Fungi (Yeasts and Moulds) 

■ E.coU 

Limits for these tests are located in the Shelf Life Specifications, presented in 
Appendix 1. 



' Dissolution to be performed at 12 M, 24 M and 36 M time-points on future batches placed on stability 
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Clozapine 50 mg/ml Suspension 



Summary of Results 

Tabular summaries of the results are located in Appendix 2. 
Description 

The physical appearance for all batches of Clozapine Suspension (upright and 
inverted) was unaffected by storage under the different stability conditions over the 
time period studied. 

ViscosiP^ 

For both the registration batches (250 L) and the commercial batches (1000 L), the 
viscosity of all batches of Clozapine Suspension (upright and inverted) remained well 
within the specifications when stored for up to 24-months at 25 °C/60 % RH and for 
six months at 40 °C/75 % RH. 

For the registration batches it was noted that in batch 17298 stored for six months at 
40 °C/75 % RH an uncharacteristically high viscosity result was observed (2536 cps) 
when compared to the previous time-point (2125 cps) and to the other batches 17359 
(2043 cps), 17361 (inverted; 2098 cps) and 17361 (upright; 2122 cps) also stored at 
this station. In addition, after 18 months storage at 25°C/60 % RH of the same batch 
(17298), a slightly higher viscosity result (2125 cps) was found compared to the 
results obtained for the other batches (2043 cps, 2073 cps, 2075 cps) stored at that 
condition. Correspondingly slightly elevated assay results for clozapine and 
preservatives at those stations are evidence that moisture has been lost from the 
product. It was suspected that the caps on the individual bottles were not fully 
secured. For the 1000 L commercial batches a new machine part has been used to 
secure the closures and no change in viscosity has been observed. 

EE 

The pH results of the four batches of Clozapine Suspension (upright and inverted) 
remained constant and well within the specifications when stored at 25 °C/60 % RH. 
A shght decrease in tiie pH was observed for all batches when stored at 40 °C/75 % 
RH for six months, however, the results remained within specification. 

Related Substances 

No individual impurities over 0.1 % were found in any of the batches of Clozapine 
Suspension (upright and inverted) when stored at 25 °C/60 % RH for up to 24- 
months. It can be observed that the number of individual unknown impurities detected 
is increasing over time, though most of them are seen below the Limit of 
Quantification only. 

The level of Impurity A increased over time up to a level of 0.12 % after storage for 6 
months at 40 °C/75 % RH, but is still well within the specified limit of not more than 
0.2 %. 
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Clozapine 50 mg/ml Suspension 



There is an increasing trend for total impurities however the results are below the 
specification limit for all batches of Clozapine Suspension at the stability conditions 
tested. 

Assay - Clozapine 

For the registration batches an out-of-specification assay result was observed for batch 
17298 (111 %), after six months storage at 40°C/75 %RH. When compared to 
batches 17359 (101 %), 17361 (inverted; 100 %) and 17361 (upright; 103 %) stored at 
this condition the result appears uncharacteristic. At 18-months, batch 17298 stored at 
25 °C/60 % RH also had an assay result just out of specification (106 %). 
Correspondingly slightly higher results were also obtained for viscosity (6 months 
40 °C/75 % RH and 18 months 25 °C/60 % RH) and assay of propyl paraben sodium 
(6 months 40°C/75 % RH). This suggests that the increase in assay is most likely due 
to the closure on those botdes not being adequately secured, leading to evaporation of 
moisture from the product. Similarly, it was also noted that batch 17361 (upright), 
when stored for 12 months at 25 °C/60 % RH had a slightly higher assay (105 %) than 
that of batches 17298 (103 %), 17361 (inverted; 102 %) and 17359 (102 %) at the 
same stability station. This slightly higher clozapine assay suggests some moisture 
loss from some of the unit containers on storage as well. 

The problem with the secure fitting of the cap onto the botdes was identified on the 
registration batches and has since been rectified with new tooling fitted on the capping 
machine. A further two batches of Clozapine Suspension (Batch 23283 and 32126) 
have been manufactured and packed using the new tooling. The assay results obtained 
so far up to 24 and 12-months are satisfactory with all results within specification. 

The assay result for Clozapine at time zero for batch 17361 was low at 96 %, 
compared to batches 17298 and 17359 that were manufactured at the same time, these 
being 101 % and 99 % respectively. At the time, the low result obtained for batch 
17361 was not considered significant since it was within specification. However, 
during the stability study it was noted that the assay result was seen to be higher at 
about 103 % which remained fairly consistent from three months onwards, ranging 
fi-om 100 to 105 % (samples stored upright at 25°C / 60 % RH). Also, the assay 
results of batch 17361 stored inverted at 25°C / 60 % RH, show similar behaviour 
with most results within a relatively consistent range of 99 to 103 %. Subsequent 
review of the process evaluation data obtained for batch 17361 on packed product 
taken throughout the botding procedure revealed consistent clozapine assay results of 
101 to 104 % as well. In retrospect, taking the above into consideration, the low result 
of 96 % was not representative. 

Some variation in assay results was noticed for all batches although no obvious trends 
were discemable. Some of the differences observed are most probably caused by 
incomplete mixing of the suspension at the time of assay. It has since been determined 
that when the suspension has been stored for long periods, extra mixing time is 
required to ensure homogeneity of the suspension. The mixing instruction of the 
analytical method was revised at the 18 months stability time-point for the first three 
registration batches (17298, 17359, 17361) and now states that the suspension is to be 
thoroughly mixed ensuring no clozapine is observed on the bottom of the bottie. 
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Whilst the accuracy and reproducibility of the analytical method for assay has been 
shown, it is clear that there is some variability observed, generally ranging between 99 
and 103 %. No obvious trends are seen in the batches, nor are any other parameters 
affected by the slight fluctuations in assay. The variability of results is consistent 
between batches and has been seen on stability, as well as during validation of the 
assay method and other investigational work. 

Taking the above factors into consideration, the variability of the assay results on 
stability can be accepted as overall the assay for Clozapine remained within 
specification after 24 months storage at 25 °C/60 % RH and six months at 40 °C/75 % 
RH with no obvious trends observed. Additionally, all other parameters tested remain 
within specification. 

Assay - Methyl yaraben sodium 

The assay of the methyl paraben sodium in the four batches of Clozapine Suspension 
(upright and inverted) showed a trend to decrease over the storage period at 
25 °C/60 % RH. It was noted that a more rapid decrease for all batches (upright and 
inverted) was observed after six months storage at 40 °C/75 % RH. 

For batch 23283 (inverted) after storage at 40 °C/75 % RH for six months a low result 
just out of specification (69 %) was found. However preservative efficacy testing was 
performed at this time-point and the result complied, showing sufficient preservative 
properties. Therefore the low result can be accepted as an exception. All other results 
were within the shelf life specification. 

It was also noted that for registration batch 17298, a higher assay result (80 %) after 
storage at 40 °C/75 % RH for six months was obtained when compared to batches 
17359 (74 %), 17361 (inverted; 76 %) and 17361 (upright; 75 %) when stored at the 
same stability conditions. Correspondingly higher results were also obtained for 
viscosity and assay of clozapine indicating that the closure on this particular bottle 
had not been adequately secured, leading to evaporation of moisture from the product. 

Assay - Propyl paraben sodium 

The assay of the propyl paraben sodium showed an overall trend to decrease at 
25 °C/60 % RH and 40 °C/75 % RH with results remaining within the shelf life 
specifications at 25 °C/60 % RH. 

It was noted that for batch 17298 a higher assay result (102 %) after storage at 
40 °C/75 % RH for six months was obtained when compared to batches 17359 
(94 %), 17361 (inverted; 91 %) and 17361 (upright; 93 %) when stored at the same 
stability conditions. Correspondingly higher results were also obtained for viscosity 
and assay of clozapine indicating that the closure on this particular bottle had not been 
adequately secured leading to evaporation of moisture from the product. 



Microbial Limits 

The microbial results for all batches of Clozapine Suspension (upright and inverted) 
remained constant over the six month storage at 40 °C/75 % RH. The results are well 
within the specification. Microbial limits were also tested for batches 17298, 17359 
and 17361 at 24-months at 25 °C/60 % RH and found to be well within specification. 
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2) Photo-stability 

Stability Protocol 

A photostability study has been conducted to ascertain if the packaging for Clozapine 
50 mg/ml Suspension provides adequate protection for the product when exposed to 
light as per the ICH guidelines QIB Stability Testing: Photo-stability testing of new 
drug substances and products (CPMP/ICH/279/95). 

Clozapine Suspension was exposed to light in accordance to ICH guidelines on photo- 
stability (CPMP/ICH/279/95) using light source option two (cool white fluorescent 
lamp and a near UV fluorescent lamp) for not less than 200 watt hours/ m^ and 1.2 
million lux hours. 

Study Desism 

The following control and samples were used in the photo-stability study. 

Control - Clozapine 50 mg/ml Suspension (ie. amber glass bottles fitted with TE/CR 
PP Caps) that was not subjected to any photo-stressing. 

Sample 1 - Suspension outside of the immediate pack. 

Suspension from two bottles of Clozapine 50 mg/ml Suspension was removed from 
the protective bottles and placed into separate glass beakers. The suspension was then 
exposed as per the ICH photo-stability conditions. 

Sample 2 - Suspension in the immediate (primary) pack. 

Two bottles of Clozapine 50 mg/ml Suspension (ie. amber glass bottles fitted with 
TE/CR PP Caps) were exposed as per the ICH photo-stability conditions. 

Sample 3 - Suspension in the marketing pack. 

Two bottles of Clozapine 50 mg/ml Suspension (ie. amber glass bottles fitted with 
TE/CR PP Caps) enclosed inside cardboard boxes were exposed as per the ICH photo- 
stability conditions. 

Characteristics studied 

Clozapine Suspension was tested according to the shelf life specifications and the 
tests include: 

Physical Characteristics 

- Description 

- Viscosity 

Chemical characteristics 
pH 

- Related Substances 

- Assay: 

■ Clozapine 

■ Methyl paraben sodium 

■ Propyl paraben sodium 
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Limits for these tests are located in the Shelf Life Specifications, presented in 
Appendix 1. Samples were analysed according to the current analytical procedures at 

the time of testing. 



Summary of results 

Tabular results from the photostability study are provided in Appendix 2. 
Description 

For all presentations studied, the appearance of the suspension is consistent indicating 
that the suspension is unaffected by photo-stressing. 

ViscosiPi 

The viscosity of the suspension was unaffected by photo-stressing for all presentations 
studied. 

Specific gravity 

For all presentations, the specific gravity of the suspension was unaffected by photo- 
stressing. All results were within the acceptance limits. 

For all presentations studied, the pH of the suspension is identical showing that the 
suspension is unaffected by photo-stressing. 

Assay - Clozapine 

The assay of clozapine was unaffected by photo-stressing when stored in the 
immediate and marketing pack. Where the suspension was stored outside the 
immediate packaging (sample 1) the assay result was slightly out of specification 
(107 %). The increase seen was due to evaporation of the sample rather than any 
photo effects as supported by the low related substances observed for sample 1 which 
was similar to those of suspension in the immediate (primary) pack (sample 2) and 
suspension in the marketing pack (sample 3). 

Assay - Methyl paraben sodium 

For all presentations studied, the assay of methyl paraben sodium was unaffected by 
photo-stressing. Where the suspension was stored outside the immediate packaging 
(sample 1) tfie assay increased slightly however the result is still within specification. 

Assay - Propyl paraben sodium 

The assay of propyl paraben sodium was unaffected by photo-stressing when the 
suspension was packed in the immediate and marketing pack. Where the suspension 
was stored outside the immediate packaging (sample 1) the assay increased slightly 
however the result is still within specification. 

Related substances 

The related substances of clozapine for all presentations remained well below the 
acceptance limits and was unaffected by photo-stressing. 
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Overall Stability Conclusion 

Stability results obtained show acceptable stability up to 24 months at 25 °C/60 % RH 
and 6 months 40 °C/75 % RH for all batches. 

The results obtained for photostability showed that the immediate (primary) 
packaging (amber glass bottles and CR/TE white PP caps) is sufficient to protect the 
product from the photo-stability conditions prescribed by the ICH guidance. This 
indicates that the appropriate packaging for the product has been chosen with respect 
to light protection. 



The following shelf life and label storage conditions are proposed based on stability 
data generated to date. 



Product 


Shelf-life 


Label Storage Conditions 


Clozapine 50 mg/ml Suspension 


24 months 


Store in original container 
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Exhibit B 



IRISH MEDICIWS BOARD ACTS ms AND 2006 

CONTROL OF PI ACIN G ON THE MARKET)REGULATIQNg.2007 
rS.I,N.>.540of20ft-n 



Hie Irisli Medicines Board in, exercise of the powers confeired on it by (he above mentioned KBgolatiojas hereby grants to 
Mfejfz Pharma UK Ltd 

260 Centennial Park, Elstree Hill Sonth, Elstre<^ pertftoyas]iir«^e^%i1?Att«d|Cingd«>]n 

an authorisation, subject to the provisions of the saidtRrgu^^JS^i^^^oSiblsjimds^ 
Denzapine SOraj^ml Oral Suspension 

The particulars of which are set out m Part I and Part 11 of the attached Schedule. The duthonsahon is also subject to the general conditions £ 
may he specified m the said Regulations as listed on the reverse of this document. 

Hii? flu&orisation, unless previously revoked, shall continue in force from 06/03/2009 undl 05/03/2014. 

Si^ed on behalf of the Irish Medit!inesB<5afti life S^^l^^^ ^'^^ ^ 



K^iefcsiaa authbrised i^ ihatbehalEby the $aid Boaid, 



Borrt leigbeasra na hEireann 

Kevin O'Malley House, Earlsfort Centre, Earlsfort Terrace, Djiblin a. Tel: 353-1-676 4971 Fax: 353-«-676 7a36 
Website: www.imb.ie 



Insh NfediEines Boarck 



Parti 

Prod^ct Specific Details 

2 NAME OF THE II4EDICINAL PRODUCT 
iDenzapine SOmg/ittl Oral Suspension 

DENZAPD^Ecan cause agraniilocytosig. Its use should be limited to patients; 

■ wjfli schizophrenia who are non-responsive to or intolerant of antipsychotic drug treatment, or 
iwiffli pgrdiDsis m Parkinson^s dis<5ase "when ^flier freafanent strat^es have failed (see point 4.1) 

• who have initially normal leukocyte findings (white blood cell count of >3500/mm^ (3.5 x lO' fh), 
and an absolute neutrophil count (ANC) of >2000/mm3 (2.0 x lO' /L)), and 

■ in whom regular white blood cell (WBC) counts and absolute neutrophil counts (ANC) can be 
performed as follows: weeWy dnnng the^JRrst 13 weeks of ther^iiy, and »t least every 4 weeks 

aftei!«oni^eted&CDntinaatiott oEHEl^rZAPlNE 

Prescribing physicians should comply ¥i*Hi tte reqpiilred safe^measwres. At iaeh consattaflionj, a ]^aMm^ 
receivbig DENZAPINE should he reminded io contact the tr<»ting pJiysidan immedl^tety Jfaqgr )^d«f 
infection begins to develop. Particular atten<ion sfaoald-be paid to flu-like compMnts swdi as fevet^r sore 
throat and to other evidence^f infeeHon, which be in&eative of neutropenia. 

DENZAPINE must be dispensecl und^ j^triet medfcat supervision in accordsmce with oJOii^l 
iiI|roeai!dtt!s 



Clozapine is associated with an lnia:«ased rii^ of myocarditis yMisk has, in rare cases, been f^tal. The 
increased risk of myocarditis is greatest in Ae first 1 months of treatment. I'atal cases of cardiomyopathy have 
I also been reported rarely. 

Myocarditis or cardiomyopathy should be suspected in patients who experience persistent tachycardia at rest, 
especially in the first 2 months of treatment, and/or palpitations, arrhythmias, chest pain and other signs and 
symptoms of heart failure (e.g. unexplained fatigue, dyspnoea, tachypnoea) or symptoms that mimic 
! myocardial infarction^ 

If myocarditis or cardiomyopathy are suspected, DENZAPINE treatment should be promptly stopped and the 
I patient Inunee^iately referred to a;<»rdioIi^t 

' Patients who develop clozapine-hiduced myocarditis or cardinwyopafliy should not be re-caposed. to clozapine. 
3 PRODUCT DESCRIPTION 

Oral suspension 

iirfise-^flonwg ydlow suspension 
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4 COMPOSITION 



Active Substance 
Clozapine Ph JEur. 



Sodfum dthydtogea phospfmiedS^iltate^Mklae:. 
Sodium methyl p 
Sodium propyl p 
Xanthan gum Ph.EtJr. 
Glycerol Ph^ur 
SodiwrnHydcsxidft 



5 NAME AND ABDMSSS DFMANOTAEXllWiWf^ ■ 
isiMefpytheaeavfest 



Medichem SA 

Poligono Industriale de Celra 
J7460Celia 



Mamifaeturer r« ^ ^_ _ 

Douglas PhamiaceuticdkLld 
Central Park Drive 
Lincoln 
PO Box 45027 



New Zealand 



Manufacturer responsible for 
MerzPharmaUKLtd 
260 Centennial Pa?Jt; 
QstiseHillSeiith 



Herrsm>63SR 
UK 



6 METHOD OF SALE OR SUPPLY 



Product subject to prescription whichmay not be ienefflffid:(A) 
Supply through phaimacies only 



7 METHOD OF SALES PROMOTION 

Promotion to healthcare pjrofessionals (»dy 



Date Printed 09/03/2009 



Cm2049687 



8 SPECIAL LABELLING OR LEAFLET REQt^IREMENTS 

mm 

9 SKBCIAL CONDITIONS 
IXElN^SAFQ^MOffieial Recommendations: 

DSNZA^INB i3«5sopiated. vwth » speclfio JisJc of agranirtoj^i^. adverse JiaematologiQal effecte should be 
laseiiat: 

MetzPhannaUKLtel T 260 Centennial Park. Elstree S oufli, Elstre e. Hertfordshire Wp6 ^SR, UK. 

The DMS database embodies tightly controlled post-marketing surveillanee and ensures the safe use ofDENZA^INE 

in registered patients. Features of the DMS which are of fiindamental importance to patient safely include the 

fellovrang: 

Psychiatrists who wish to prescribe DENZAPINE must be registered with the DMS 
Pharmacists d ispensing DENZAPINE must be registered with the DMS. 

toTecdve DBNZAPENDE m(Bt beetaolled wit&itoelHSlS. must tiiideago pie-treatment screening, as well 
as sohseqiientbaeoiatobi^cal tei^. Xhgse will ^ vireeMy MMigf tien may become fortnightly after a period dT 18 
weeks. 

DENZAPINE may be givai to patients only if blood screening confirms that the subject's levels of white blood cells 
and neutrophils f^ with in pre-set safety margins. 

Supply of DENZAPINE to a patient is given only if the DMS is satisfied that continued haematology results are 

satis:^oi^< 

Monitoring of patients receiving DENZAEBSCE eontuuBS fiff the^gffidsaLOif tteatmeftt, «nil for Sm ajfter a 
patient has stopped treatment. 

Local independent expert haematologicsff suppwt be utilised v*iere geneial advice is tequited, mi where 
specific assistance is deemed beneficiaUteaM&wtoiiBlaemia*Dl<#sal,e^^ 

DENZAPINE therapy is initiated in hospital wi, fbllowing disehaii^ of patients^ motiltOTing stiU'ineaaains under ihe 
direct care Of flie psychiatric unit. 



Safe JPrinled 09/m/2Q09 
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Partn 

Summai7 of Product Cfcaracterijstics 

1 NAME OF TH&MEDICMAl. PROMdT 

Denzapine SOmg/ml Oral Suspension 

)ENZAPINE Clin cause agr;iimloc>t(>5is. Its use should be limited to patients: 

■ witbt schizophrenia who are joton-responsive to or intolerant of antipsychotic drug treatment, or 
with psychosis in Parkinson's disease yfhen other treatment strategies have failed (see point 4,1) 

• who have initial^ normal leiilioqrte findings (white Wood tell count of >3S00/mm^ (3.5 x lo' /L), 
and an absolute neatr^pha count (ANQ of>2flOOSntti^0yi JLQ^ fhM 

■ in whom l^lw white hloode)^ (yfBS^ mants ana^alsotljte IteMb^ldrtl m«m {A^Q can he 
performed as follows: weeldy dutlng the first M weeks oFtterapy, and «t Imsi every 4 weeks 
thereafter throughont treatment. Monitoring must continue throughout Jbn^tment and for 4 weeks 
after complete discontinuation of DENZ APINE 

Prescribing physicians should comply with the required safety measures. At each «Bisu]^Dn,,a<,pafient 
receiving DENZAPINE should be reminded to eontect the treating physician ittmedHaDtely if «iy kind of 
nifection begins to develop. Fdrtieular atiteiifiOB should be paid to ilu-fike complaints such as^fieyer or sore 
throat and to other evidence of infection, vrkUh mny be indicative of neutropenia. 

DENZAP1NE must be dispensed under strict medii(»il Supervision in accordance with official 
aBecommendations. 



Myocarditis 



Clozaphie is^ssociated with^ increased lisK i9finyoc»ri^iKhjii^.haSi, in sare^ast^ been tfatal. The 
increased risk of diyo<»rdUi»Jls greatest in the^rst 2 monflis «f treatttienet !FaWi eas^tif eaFdiowyopathy have 
also^been reported rarefy; 

Myocarditis or cardiomyopathy should be suspected m patients who experience persistent tachycardia at rest, 
especially in the first 2 months of treatment, and/or palpitations, arrhythmias, chest pain and other signs and 
symptoms of heart failure (e.g. unexplained fatigue, dyspnoea, tachypnoea) or symptoms that mimic 
myocardial infarction. 

If myocarditis or cardiomyopathy are suspected^BEiMZLAFlNB treatment sfaould^h^ the 
patientimmediately referred to a cardiologist 

Patients who develop clozapine-induced myocarditis or cardiomyopathy should not be re^post^ to dozapine. 
2 QUALITATIVE AND QUANTITATIVE COMPOSITION 

Each Im] of otal suspension contains 50 mg of Clozapine. 

Excipients: 

Each 1ml of oral suspension also contains ISOmg sorbitol, 2mg so&im methyl parahydroxybenzoate and0.2mg 
sodium propyl parahydroxybenzoate. 
For full list of excipients, see section 6.1. 



Date Printed 09/03/2009 



CRN 2049687 



page number: 5 



Iri$hM«diciue!iB«ar)} 



3 Ptt4»MACllJTICieL FORM 

4 CLINICAtPARTICUI.ARS 

4.1 Therapeutic Indications 

DENZAPINE is indicated ia treatment-resistant schizophrenic patients and in schizophrenia patients who have severe, 
untreatable neurological adverse reactions to other antipsychotic agents, including atypical antipsychotics. 

Treatment resistance is defined as a lack of satisfactoiy clinical improvement despite the use of adequate doses of at 
least two ESffefBOi anti|!s^diQ!tic ag!^ inclodibag aa^ljriM antips^tiotic^ag^^ pi^c^bisd ^ adequate ducatiot}, 

JMNZMWpfe ^IsoiBjaBated inpsjdrahcdisOT^ 

4.2 Vosology and method of administration 

Meted ®f Administration - Oral 

When first dispensed or when there is visible settling of the suspension. 
Clozapine Suspension should be shaken well for 90 seconds before being 
dispensed onised. £a all other instances the bottle slioidd be shaken fiar 1 0 
ssm^ fbef(aiejiadoseil5.dispensed. 

If (filiigoni IS requited, ffie suspeoslon m^ be mlseed vMi mter but not frdt juice 

The dos^em^be iadjoseted mcUivii^nal]^. F@r«ach pajdent the J0west ef&ddve dose ^ould he used. 
Initiaaioftof DENKAPINE tfeatmedtftaiSt.be jestrioted to Hism psMsm nvith a W6C caunt^QVer 35Q0A!im^ (3.5 x 
10^/1^) andanabsdutenEufropha comif"(ANG) greaterl8ten3000r«ua^ t^&xn^/hy^Mii «J*daeij^flonlirt limi^. 
Dose a^astraent fe itidieated in patiettfs who are also receii^ 

phamiacDkinBtic inteta^oas with DJgNZAjWNE, such-as feitzoffliK^pai^ OJiSftfectis* s^caaaSaB^K^Irt^ irihiMtots 
(see secHoQ 45 Ltferaisfion wiOLoflherimedicinal produefs stoA iifb»t MttS ojtto«ei«a(^»ii^ 

The Mowiag dosages are recommended: 



1 2.5 mg (0.25 ml of suspension) once or twfce en the Sxst dag^, foHovssed h^ Bag (0.5 ml of suspension) or SOmg (1,0 
ml of suspension) on the second day. If wdl tolerated, the dally dose may turn be mcreased slowly in increments of 25 
to 50 mg (0.5 ml to 1.0 ml of suspension) in order to achieve a dose ftwel of up to 300 mg/day within 2 to 3 weeks. 
Thereafieri ifteqirired, the daily dose may be iirther mereasedin ittcremetrtsof 5Ot0 100 tflg(W ml to 2.0 ml of 
suspeBSsitftilathal&weekly or, pr^erably, wEeekfyintersffllsi 

Use in children 

Not Recommended in Ghildren: 
tise in the elderly 

Initiation of treatment is recommended at a particularly low dose (12.5 mg given once on the £rst day), with 
subsequent dose increments restricted to 25 mg/day. 
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WkerapssaSe dose' imige 

InTOO^fafente, aaapsycholic efficacy can be expected vifh 200 to 450 mg/djor (4 ibI to-9^itdAJay) ^ven^t^ divided 
doses. The total dose mssr be ^vided unevenly, w4flt tbes larger portion at bedifane. PoEnmitatedance do$e,.$ee 
Mom 

Maximum dose^ 

To obtain full ther^eutic benefit a few-pafients may require latger doses, in which case judicio«s increments (i.e, not 
exc?edit>g.I00in^<w2imlg^pmBS$|Weupto9^^ TheposSiS[% pf jae?eas0d.adversereactii»te^ 

pailjaifer^s^ttsef^ owmriof at dijses isvw 45Q <9 t03s0 mm^ tiorase 

Maintenance dose 

Ailer achieving maximum therapeutic benefits mai^'Tpafiente can beLmaintaihed efifectiV*^ on tower ^^QSe5. 
downward titration is therefore recommended. 'Rseatment jdiould be roaintajnedfot at lea^ 6 moiifes. If the daily toe 
does not exceed 200 mg, once daily admimstfation inlbe evening may be appropriate. 

Ending therapy 

Infteeyeatof planned termmatilon of DENZAPINE therapy-, a gradual reduction in dose over a 1- to 2-week period is 
recoHMflended* tfabrupt Efoconfinuatijm^is teewsaty (s,g. feeoaas&of leuioopaeni^ ihspatienfeihould becareflilly 
obserVfed iftw '^mmeimm irf jB^rctetie syJDjrtoms Emd symptoms relased to ehota#c rebound, suob as pojfiise 
sweating, headache, ntoea, wnlllii^andvcBaiTheea. 

iRe-stardng therapy 

In patients in whom the interval since the last dose of DENZAPINE suspension exceeds 2 d^js, tteabnent should be re- 
initiated with 12.5 mg (0.25 ml) given once or twice on the first d£^. If iMs dose is weHtsleraled, Jtqnay be feasible to 
titrate the dose to the therapeutic leydbmore quickly tiMn is xscoromended for mitial Jieatoent Howew^» 'm my patient 
who has previously experienced tespiratoiy or eardiac anestwift i9JtWi^c>§tag (See ^t^0n 4.4SpecW V^lJlgs and 
precautioas for use), but -was tiien able to be successfully titmtedto a therapeutic dose, re-titi^tion $h0{ild be carried 
out with extreme caution. 

S^witishing from a prev^ious antipsychotic therapy to DENZAPINE 

It is gesoerally recommended tiiat DENZAPINE should not be used in combination with other antipsychotics, indoding 
depot preparations, ivhich may have a myelosuppiiessive effect Whfcn DENZAPINE flier^ is to Mtiated in a 
patient undemoing oral antipsychotic ffierapy, it is teeommended that the ti&ist aaffp^ychotie ^Slundd first be 
diSceatinued by tapering the dosagfc downwards. 



The starting dose must not exceffid 1^.5 mg/djty ^^.25 ml) tak^ai in th!& ewdng. Subsfeqwent ^se increases nnjst be by 
1 2.5 mg increments (0.25 ml), wifii a, majdmum of two inrasmsnte a wedc l^p to ^mmkarm of 5ft tog (1 nd), a dose 
that cannot be reached until the end ofttie second -wwk. The total dsuly aflScnartshcSiUd preJfaRfljly be^ven 8S,d single 
dose in the evening. 

The mean effective dose is usually between 25 and 37 5 mg'day (0.5 and 0.75 BjFday), Ift the eneetit that treatoa* for at 
least one week witii a dose of 50 mg (1 ml) fails to provide a satisfactory tiierapefifia response, dosage may be 
cautiously increased by increments of 12.5 mg/week (0.25 ml/week). 

The do^ of 50 mg/day (1 ml/day) should oily be exceeded in except^ot)^ «ase&, st)d the maximum dose of 100 n^day 
(2 mfday) must never be exceed^. 

Dose increases should be limited or deferred if ortiiostatic hypotension, excessive sedation or confusion occurs. Blood 
pressure should be monitored during the i&st weeks of treatment. 

When there has been complete remission of psychotic symptoms for at least 2 weeks, an increase in anti^-parkinsonian 
medication is possible if indicated on the basis of motor status. If this approach results m tiie recurrence of psychotic 
symptoms, DENZAPINE dosage may be increased bj- increments of 12.5 mgAveek (0.25 ml/week) up to a maximum 
of 100 mg/day (2 ml/day), taken in one or two divided doses (see above). 
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Ending therapy: A gradual reduction in dose by steps of 12.5 mg (0.25 ml) over a period of at least one week 
(preferably two) is recommended. 

Treatment must be discontinued immediately in the eventof neutropenia or agianidocytosis as indicated in section 4.4 
(Special warnings and precaations for use). In 1ta& situation, caieiiil psychiabJo monitDring of Ibe patient is essei^al 
isince symptoms may recur qpeiip, 

4.3 Contraindications 

D Hypersensitivity $0 Hlj^ a^e «abstancie or to any of the escipients. 

0 Patients wifli known or suspected hereditary problems of fructose intolerance should not take this oral suspension 
n Patients unable to undergo regular blood tests. 

□ History of toxic or tdiosyncxaliE^granutoc^pema/agranulocytosis (with the exception of 

D Alcoholic and other toxic psychoses, drug intoxication, eofijatose ciEsnditions. 

0 Circulatory collapse and/or CMS depression of any cause: 

□ Severe renal or cardiac disorders (e,g, juji-ocardilis). 

□ Active liver disi^rseassomated withnause^ anorradaor jamdic^ f rogcessive Hversidi5easei.hepati0:Mlui!B. 

□ D^ZAfSNB tFeatmgDkmmt-not be staited concurrently with dmgs known to have a substantia] potent! ai i^r 
causing i^ranutoigrigosls; eonecanltant use of depot antipsyc^Bs is to be (^coniaged. 

4.4 Special warnings: j^d "grimai^ns ior me 
Pvecanttons 

DENZAPINB can cause agranulocytosis. The incidence of agranulocytosis and the iatality rate in those develSj^g. 
agranu]o<r)^sis have decreased markedly since the institution of WBC countb and ANC' monitoring. The followiBg 
precautionary meastires are therefore mandatory and should be carried out in accordance with oflBcial 
recommendations* 

Because of the risks associated with DENZAPINB, its is }knt^ to Ip^^ m ^'km thempy is ihdicated as out 
in seci^on 4<1 (Therapentic indications) and: 

wltoha5^.ii«SMyi3fQrowll«iki^ (3.5x lO^/L)a?idANC 

above 200Qflnm3 (2J> x 10*/IO, and 

in «*kom regwlaf "WBCtouijts ajad ANC can be petfolwed weekly for the firSt 18 weeks and at least 4-week 
intervals ttiesreaftet Momtodug must^ootiflue flaiotighoot treatment and' for 4 weeks after coniplete disctmtinuatitm of 

Before initiating clozapine therapy patiente should have a Wood test (see *'agraoulOeytOsis") and a histoty and physical 
esicainiaation. 

Patients with history of cardiac ilbiess or abnormal cardiac findings on physical examination should be referred to a 
speeialistfor o&er examinations that might include an ECG, and the patient treated only if the expected benefits clearly 
outwei^ the risks (see Section 4.3). The treating physician should consider performing a pre-treatment ECG. Caution 
should be exercised in patients with cardiovascidar disease or a &mily histoiy of QT prolongation. 
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Hie concomitant administration of neuroleptic medicines should be avoided. 

An approximately 3-fold increased risk of cerebrovascular adverse events have been seen in randomised placebo 
controlled clinical trials in the dementia population with some^a^ical antipsychotics. The mechanism for this 
increasedijsk is not Jcaovm. Aa incEeas^idisk cannot b&«accladed for oHise antipsychotics or Qther palieitt popuMnm., 
E^ZM^QQEshcRddbe used vM.mii^mMpi^e^vMiiMi&mis-MsMgB. 
Prescri&ing'pii^sHaQS skoMd wm^^^^^^^ Beti]ii3@i;^]^ueasttr^. 

■ Prior to treatment ijtdti&fe,|^plc|g®T*iiSK«ft|*^ t> ibib^s* ef their knowledge, that tfte patifenl j^s n(A 
previously experienced ait-a^^eselS^matolO^icaa ^^lOnto tjozapine that necessitated its discontinuation. 
Prescriptions should not be issued for periods longer than the interval between two blood counts. 

■ Immedate discontinuation of DENZAPINL Is mandatory if either the WBC count is less than SOOO/mm^ (3.0 x 
10* /L) or the ANC less than ISOfiftnm^ (1.5 x 10^ OS) at any time during DENZAPINE treatment. Patients in 
ySnom mSS^API^ bmitem^SsssBl&Bxmd w s.imx& of elgber W&C m ANC defieienoies musft not be re- 

» At eaeh consultation, a patientreceiv^g DBl€?AMNB Ifeiould to contact thie tiieating physician 

immediately if any kind of infection begjftis 3ssv#^i|i. PattieUliir att&Wi0ni*o«ldbe paid to flu-like complaint 
such a3 fever or sore throat and to ote ^inj^ctiiOin, wHch b&indicative of neutropenia. Patients 

and ifaeir (aregjvets must be itttoed.'ffiaii in tie esmketmy of abescr ^i«ca)ns, must have a blood cell 
&O]£ntip^M0£ttm«idiejtsi', Pimu^bm m mcmas/eA t&ke^ tt/tfsmd of aHfatienis' bloodfresults ^ to 
take w^mj^ nesfe^&ty to prev^nirtkese'fia&enls from aocideirtrfl^ beiftfe rephirflenged intihfr fetme. 

■ Pateegnts vA^ * JtSiSfea^y <tf laimasry bone mwrow disorders may be treated only ff the benefit outweighs the risk, 
Thesf/jtouM Be^*a50ftfl|fis>afewed:^ itJiaetoatelogist prior to startiiig,DENZAPJNE 

■ P^en^wkDlia.ve low WBG oonote'bficaBse of bedgn ethnic neuteqpenia ^uld be given spedal 

WBG and diflfeiSBitfiat ^tetod cfxms mm U Jiecfetiaed i*WiEta l^daj^s jsiorto toitfating DBNZAPINE treattaent to 

ensure that only patiente wife ruranal WBC counts (WBC count greater than 3500/nnn^ p,5 x it^/L) and AKC above 

200Qtoa3?i2,« 3t ^ m^iitstm$. Ate-^he saart<tfDE3!3Z4Pn^tteafitBeMt the WBC eount and ANC 

must be jou^tt^d tve^jr fco! the Sat^ei W and ^ teast tit fonr-<vv!e^ intervals thereaS^ 

Monitoring must continue throughouttneatment and for 4 weelis aler eaa^^ji^ discontinKation ofDENZAPINE or 

until haematological reraiveiy has occurred (see below Low WBC eeum^^M^, Atiradi<eonsidt^ot^ the patientshould 

be reminded to contaet &e treating physician immecMaMy if any fiJnd o£ j^lMton, ftsfetj, $oie feceat or other fin-like 

symptoms develop. WBG and differential M&od counts must be pjerfonned knmediaMy if any symptoms or signs of an 

Meetionoisett. 

ILdw WBC cmaitmm 

If, durmg DENZAPINE therapy, either the WBC count falls to between 3500/mm^ (3.5 x 10^/L) and BOOO/mm^ (3.0 x 
10^/L) or the ANC falls to between 2000/mm^ (2.0 X 10^/L)and 1500/mm^(1.5x lo'^), haematological evaluations 
must be performed at least twice weekly until the patient's WBC count and ANC stabilise within the range 3000- 
3500/mm3 (3.0 - 3.5 x 10*/L) and 1500 - 2000/mm^ (1 5 - 2.0 x IQ^'L), respectively, or higher. 

Immediate discontinuation of DENZAPINE treatment is mandatory if eitiierflie WBC count is less than 3000/fflm'' (3.0 
X 10^/L) or the ANC is less than 1500/mm^ (1.5 x lO'/L) during DENZAPINE treatment. WBC counts and differential 
blood counts should then be performed daily and patients should be carefully monitored for flu-like symptoms or other 
symptoms suggestive of infection. Confirmation of the haematological values is recommended by performing two 
blood coimts on two consecutive days; however, DENZAPINE should be discontinued after the first blood count. 
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Following dfegoBtinuafionof DENEAEINE,haeinatolo^cal evaluationisTequired until haematological recovery has 



Blood cell count 




Action required 


WBCymm3(/L) 






>3500 (3,5x10^) 


>2000|2,OxJ;(^) 


Continue Dl N/A1'1\L 
treatment 


3000-3500 
(3.0x16^-3^x10^) 




Continue DENZAPINE 
treatment, sample blood 
twice weekly until counts 
stabilise or increase 


< 3000 (< 3,0x10^) 




jbnipediately stop 
DMWK^ treatment, 
SMSj^fe^Mo^Ki daily unfit 
liu^atol^^aal abnoun^ty 



KDlSN^ABNElMiS 6fe^Mt]htoiW«nftel<hei*»f^ in<h«WBCc«tinit|>etowa»00/miii3 (2.0 x Vp/L) 

octuis or tHe AKC fitlte bete tStSSfMam^ pja x ltj%^,*fl6ie ttanagemmtof Jbls^ teon^tiwi jmu^ be gnidea by an 



Discontinuation of therapy for haematological reasons 

Piatients in whom DENZAPINE has been discontinued as a result of either WBC or ANC deficiencies (see above) must 
not be re-exposcd to DENZAPINE. 

Prescribers are encouraged to keep arecord of all patients' blood rraote and t©1aJ» any iSfe^K^netessaiyto.^^ 
patient being accidentally rechallenged in the fiituje. 
Biscontinuation of (lierapy foriolJieF treason 

Patients who have been on DENZAPINE for more &an IB weeks and have had their treatment interrupted for more 
than 3 days but less than 4 weeks should have their WBC count and ANC monitored weekly for an additional 6 weeks. 
If no haematological abnormality occurs, monitoring at intervals not exceeding 4 weeks may be resumed. If 
DENZAPINE treatment has been interrupted for 4 weeks or longer, weekly monitoring is required for the next 18 
weelcs of treatment and the dose should be re-titrated (see section 4.2 Posolo^ and method of administration). 

Other precautions 

In the event of eosinophilia, discontinuation of DENZAPINE is recommended ifihe eosinophil count rises above 
3000/mm^ (3.0 x lO'/L); therapy should be restarted only after the eosinophil count has fallen below 1000/mm^ (1.0 x 
10^/L). 

In the event of thrombocytopenia, discontinuation of DENZAPINE therapy is recommended if the platelet count falls 
below 50 000/nun^ tSO X 10%> 

Ortlfostatic h;^oteit$ion, with or without syncope, can occvn: during DENZAPINE treatment. Rarely, collapse can be 
profound and may be accompanied by cardiac and/or respiratory arrest. Such events are more likely to occur with 
concuimit useof benmdiazepines or any other psychotropic agent (see section 4.5 Interaction with other medicinal 
producte and other forms of interaction) and during initial titration in association with rapid dose escalation; on very 
rare occasions fhey may occur even after the first dose. Therefore, patients commencing DENZAPINE treatment 
require close medical supervision. Monitoring of standing and supine blood pressure is necessary during the first weefcs 
of treatment in patients with Parkinson's disease. 

Analys;is of safety databases suggests that the use of clozapine is associated with an increased risk of myocarditis 
especially during* but not limited to, tiie first two months of treatment. Some eases of myocarditis have been fetal. 
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Pericarditis/pericardial effusion and cardiomyopathy have also been reported in association with clozapine use; 
these repotts also include fatalities. Myocarditis or cardiomyopathy should be suspected in patients who experience 
persistent tachycardia at rest, especially to thp first two ijipjiths of tt«atmeat, and/or palpitations, arrhythmias, chest 
pajR aStt4 fditer ?agn$ and symptoms of hgaij ifeihue xme^pMjed ;^gBfr, djs|inQea, tachypnoea), or symptoms that 
XBtoie myoeat^ tofccffpn. Other sjaspoBSS wJjiglUB^y ^ piesigift aiMitifiitto ffee^ofKeindode flu-Hlce 

the patient iijaraediMefy reftrwid fo-a ctgtdiblogiid. 

Patients with clozapine-induced myocarditis or cardiomyopa% JbfciB-esqpiBseAtQtote^SklPiQliE. 

Patients with a history of epilepsy should be closely dbservediasaSB^W^^M^WBilx&S^ Sfe&difee^ated 
convulsions have been reported. In such cases, the dose shoidd be reduced (see section 4-2 Posology and method of 
administration) and, if necessary, an anti-convulsant treatment shonldlje initiated. 

Patients with stable pre-existing liver disorders may receive DENZAPINE, but need regular liver function tests. l?iver 
fiinction tests should be performed in patients in whom sympton3G& of jxissible liver dysfunction, such as i)iaHS6% 
vomiting and/or anoreacia, develop during DENZAIfl^ ^srai^r^ir^ eteviaS^ i^t&n^iass is idinically ide^aat! 
(mote than 3 times the UNL) orif J^yBijptora? of jaflndicB owff, ^eatpept =wM)i©ligZAraalfe nmsf be'^seontmued. It 
may be resumed (see "Re-^taHing ihferapy'* under 8ecit&»4>|!> safl^ii^iesnlhBJf^te oMver ibncfion tests are nonnal. 
In such cases, liver function shoxild be closely monitored aflerre-introductlon of the drug. 
DENZAPINE exerts anticholinergic activity, which may produce undesirable effects throughout the body. Careful 
supervision is indicated in the presence of prostatic enlai^ement and Barrow-angie glaucoma. Probably on account 
of its anticholinergic properties, clozapine has been associated with varying degrees of impairment of intestinal 
peristalsis, ranging from constipation to intestinal obstruction, faecal impaction and paralytic Hens (see section 48 
Undesirable effects). On rare occasions these cases have been fatal. Particular care is necessary in patients who ajs: 
receiving concomitant medications known to cause constipation (<?§peciatly those w^ifh anticholinergic properties such 
as some antip^choti^ta', antidepj^ssao^^ seA dntq}!arkinsDijiaj^ t^aDa^), Iiaye-a.Mst@qK <^edMc disease or a history 
of lower abdominaJsui^siy a$ fg&iieecbm Ihe isiU)^&»^ J^is x^^ilom coBj^^pdo^ i^ secogn^ aisi actively 

treated. 

During DENZAPINE therapy, patients may experience transient temperature elevations above 3S°C, with the peak 
incidence within the first 3 weeks of treatment. This-fever is generally benign. Occasionally, it may be associated with 
an increase or decrease in the WBC count. Patients "wth fever should be carefully evaluated to rule out the possibility 
of an underlying infection or the development of agranulocytosis. In the presence of high fever, the possibility of 
neuroleptic malignant syndrome (MMS) must be considered. 

Impaifed glucose tolerance and/or development or exacerbation of diabetes mellitus has been reported rarely during 
treatment with clozapine. A mechanism for this possible association has not yet been determined. Cases of severe 
hyperglycaemia with ketoacidosis or hyperosmolar coma have been reported very rarely m patients witii no prior 
history of hyperglycaemia, some of which have been fatal. When follow-up data were available, discontinuation of 
clozapine resulted mostly in resolution of the impaired glucose tolerance, and reinstitution of clozapine resulted in its 
reoccurrence. The discontinuation of clozapine should be considered in patients where active medical management of 
their hyperglycaemia has failed. 

Since DENZAPINE may be associated with thromboembolism, immobilisation of patients should be avoided. 
Use in the elderly 

Initiation of treatment in the elderly is recommended at a lower dose (see section 4.2 Posology and method of 
administration). 

Orthostatic hypotension can occur with DENZAPINE treatment and there have been reports of tachycardia, which may 
be sustained. Elderly patients, particularly those with compromised cardiovascular fiinction, may be more susceptible 
to these effects. 

Elderly pati'ents may also be particularly susceptible to the anticholinergic effects of DENZAPINE, such as urinary 
retention and constipation. 
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4.5 Interaction with other medicinal products aifd i>fher fomtsl i^f itftlSl^etion 
;<LlontFaindi}calion of «on$otttit^t t&n, 

Drugs known to have a substantial potential to depress bone marrow function should not be USefl g^^QMij^ "t^tll 
DENZAPlNb (see section 4.3 Contraiadications). These include co-trimoxazole, cWorampheifl<iei1^M^tatoi4feSj 
pyrazolone analgesics e.g. phenylbutazone, penicillamine, carbamazepine or cytoloxiG agents. 

Long-acting depot antipsychotics (which haveiHyelosupiH*sshfe.patentiaJ>stos4d^ mmtf^t 'wJft 

DENZAPINE because these cannot be rapidly removed from'iie boil^tejteito y&mt^ ftl^T^ ms^ki^^i^. 
neutropenia (see section 43 Contraindications); 

Alcohol should not be used concomitantly with DfiSSayRMB. dae toiiessMlfepeifeofiaJiOtt ^e4«iaft^ 
Precautions includingdose adjustment 

DENjZA|INE'j|]^ efilian(»^'^ii&cei$i:^ effech<£ ^S. d^nressanls sq(^ a&narcofios, antihistammes, and 
beo2»toBfiineS; jBa^^ inpatients who are reSsa^^a- 

beozodisw^isltm i» fm «ffi«fp^«dBl&^ #pg:3ftesejp9tie)t)*s ma^ We^iaraesaEsediisk of cirenlaSJoiy. cdteapsftn 
-tvl^eb, cmS&mf W Wpif^xM «Wi JBO^ lead to cardiac mSlmr fBSj^m6io7^'W:&± Btisiuot ihat -nbs^ 
cardiae of t^spSmm ^tm^ pe^erterj Ijy dm adjBSstfflent 

Becau$&of£h£l"possibiKty of additive effects, caudon is essential m the concohiStajlit admimstralion of drag^ |iQ$&es$ing 
an£icholine(i#o„ hypotensive, or respiratory depressant effects. 

Owing to ite anti-a-adrenergic properties, DENZAPINE may reduce the blood-pr^swe-increj^ing effect <}f 
norepinephrine or other predommantly a-adrenergic agents and revierse the pt^or ^^^0^^J^0D0^ 
Concomitant administration of drugs known to inhibit the^tSfivi^ of scsmfr tsymiimm »4St%si5dP«es increaso 
the levels of clozapine, and the dose of clozapine may need to beiBdiaced to frevreat tmaesirabje ejBecfe. This is more 
important for CYP 1 A2 inhibitors such as caffeine (see below) and the selective serotohifi reuptake inhibitors 
fluvoxamine and (more controversial) paroxetine. Some of the other serotonin reuptake inhibitors such as fluoxetine, 
paroxetine and to a lesser degree sertraline are CYP 2D6 inhibitors and, as a consequence^ major pharmacokinetic 
interactions with clozapine are less likely. Similarly, pharmacokinetic interactions with CYP 3A4 iiihibitors such as 
azole antimycotics, cimetidine, eryfliromycin, and protease inhibitors are unlikely, although some have been reported. 
Because the plasma concentration of clozapine is increased by caffeine intake and decreased by nearly 50% following a 
5-day caffeine-free period, dosage changes of clozapine may be necessary when there is a change in caffeine-drinking 
habit. In cases of sudden cessation of smoking, the plasma clozapine concentration may be increased, thus leading to an 
increase in adverse ef fects. 

Cases have been reported of an interaction between citalopram and clozapine, which may increase the risk of adverse 
events associated with clozapine. The nature of this interaction has not been fidly elucidated. 
Concomitant admiirfstration of drugs known to induce cytochrome P450 enzymes may decrease tfie plasma levels of 
clozapine, leading to reduced efficacy. Drugs knovraito induce the activity of cytochrome P450 enzymes and with 
reported interactions with clozapine inchrfi^ for instance, carbamazepine (not to be med jEoneOjnitatitJy 'with clozapine* 
due to its myelosuppresive potential), pJsesa^twa and fi&mpitan. Koavm indUcots tief CYlPl A^'SlOBb a$' ottijepiaz^e, 
may lead to decreased clozapine levels. The potential for reduced efBoacy oftclcss^in^ihiQiiM be fonaufteted tiirhen 
used in combination with these drugs. 

Others 

Concomitant use of lithium or otiier CNS-active agents may increase the risk of development of neuroleptic malignant 
syndrome (NMS). 

Concomitant use of clozapine with drugs known to prolong the QT interval may increase the risk of ventricular 
arrhythmias, including Torsades de pointes. Therefore concomitant use of these products is not recommended. 
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Examples include certain antiarrhythmics, sudi as^ose of CJass lA(such as quinidine^ dfeopyWunide^ aifld 
procainamide) and Class III (such as amiocterofte,sotaloI and dofetilide), certain antimicrobiab^dspffliflffiisasfc 
moxifloxacin, er>'throniycin IV), tricyclic iantietepr^sants (Such as amitriptyline), certain teteat^^ lat^ti^ns^gssaofs^ 
(such as maprotiline), other neuroleptics pfemoihiaatoes^pimaade, sertindole and hJ^operadd), certain 
antihistamines (such as terfenadine), cisapride, bretylium and certain antimalarials such as quinine and mefloquine. 
This list is not compehensiwe* 

Concurrent use of drugs causing electrolyte imhalance is not recommended. Diuretics, in particular those causing 
hypokalemia, should be avoided btit, if necessary^ potassium-sparing diuretics are preferred. 

Rare but serious reports of seizures, including onset of seizures in non-epileptic patients, and isolated cases of delirium 
where DENZAPINE was co-administered with valproic acid have been reported. These effects are possibly due to a 
pharmacodynamic interaction, the mechanism of which has not been detennined. 

Caution is called for in patients receiving concomitant treatment with other drugs which are either inhibitor or 
inducers of the cytochrome P450 isozymes. With tricyclic antidepressants, phenothiazines and tj^jjelg. anti-astthyflunics* 
-which are Isnom to fais#t0^(:r^tD^hi!tjmB.P^ m c^cal]^ relevant inteiaetism haive b&^tl^iS^j^thll^^te. 
An outlme of (tug isieEacaons Mhved to fee most important -roth KENZ AMNE Ss gim iS X Cfljfe 
an exhaustive list). 

Table 1 : Reference to the most common drug interactiows with DENZAPINE 



Drug 




Comtaieuts 


Bone marrow 
suppressants (e.g. 
carbama:^pine, 
chloramphenicol, 
sulphonaitudes (e.g. co- i 
trimoxazole), pyrazolone 
atjalgesics (e.g. 
pto^^butazone), 
penicillamine, cytotoxic 
agents and long-acting 
depot injections of 
antipsychotics 


biterasttosicr^seihie ' 
bone marrow sigjpression 


DENZAPINE should not 
bfeused concomitantiy 
with other agents having a 
well known potential to 
suppress bone marrow i 
fijnction (see Section 4.3 
ContramdicatiDiis) 


Benzodmzepines 


Concomitant use may 
increase risk of 
circulatory collapse, 
Wluch may lead to cardiac 
BrwJ/orrespiratory arrest 


Whilst the occurrence is 
rare, caution is advised 
when using these drugs 
together. Reports suggest 
that respiratory depression 
and collapse are more 
likely to occur at flie start 
offhis combination or 
when DENZAPINE is 
added to an established 
benzodiazepine regimen. 
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DBN^INfi potentiates 
iie: as&B of these dru^ 
feoi^aMtive 


Obsarvepatiente for 
antteholmeigte side - 
dSTects, constipaticai, 
i^fecMy when using to 
Itel^contKill 
hypetsabvation 




pi^^ltg^ the hypotensive 
Sgfefesdf fe^e dn^ dwe 


Caution IS advised if 
DjENZAPINE is used 
ctmcomitantLy with 
asatiJj^^sa^losive agents, 
faitos'j^uld be advised 
efftte n^of Jhypotension, 
especially during the 
period of initiisl dose 
titratioBi 


Alcohol, MAOIs, CNS 
depressants, including 
narcotics and 
beisiodiazepines 


Enhanced central effects. 
Additive CNS depression 
and cognitive and motor 
performance interference 
when used in combination' 
vii&iiiese drugs 


Caution is advised if 
DENZAPINE is used 
concomitantly with other 
CNS active ^esrrts. 
Advise patients of the 
piossible additive sedative 
i^e€ts and caution them 
t«jti1pift*ia8oroperatB 
nja^^ery. 


drugs 

(e.g.warfiirinand 
digoxin) 


DJENKAPflvfE may cause ' 
an increase in plasma 
concentration of these 
drugs due to displacement 
from plasma proteins 


monitored for the 
occurrence of side effects 
associated with these 
drugs, and doses of the 
protein bound drug 
adjusted^ if necessary 


Phenytoin 


Addition of phenytoin to 
DENKAPINEdrug 
jnegimen may cause a 
derate In the dozeqpme 
flasma.'iCDnceeftratbns^ 


If phenytoin must be 
iml, the patient should 
be monitored closely for a 
Worsening or recurrence 
LOfpsychotic__^ptoms 




Coiiiconi^tant tise cm 
Increase the, risk of 
t[0vel@pitseiitof 
ne^olepGcmaligisait 
jsgsidfonse^O^^MS) 


Obs^fiflrsi^dnd 



4*6 Fregnancy and lactation 
Pregnant^ 

For clozapine, there are only limited clinical data on exposed pregnancies. Animal studies do not indicate direct or 
indirect harmfiil effects with respect to pregnancy, embiyonaJ/foetal development, parturition or postnatal development 
(see 5.3). Caution should be exercised when prescribing to pregnant women. 
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As^tmkgs)^ biggest that clozapj^e ^mcaxiei In breast waMk mi lias a&^^f&ct iaibs nuts&ig io&Dt^'&eiBfia'e, 

A reta(ftt?to ncHmaf tocansteiiatiOTTOay'oiJsaa- as at^ult &f switeMc^ feaotwafttip^Mcs lo IWZi^^JME. 
4.7 Effects QiLabili^ tg diire amdl Issfb an^tibia)^ 

Owing to file ability of DEN2;Aa?B3Elt^.^Jee.sisi3Son an^fcWJ^Iteiss&Jife 9§^)avlBgtar 
operating machinery shoiad be-ia^jie4.«spBda% 4 

4;8 Wndesirable effects 

For the most part, th& adverse event profile of clozapine is predictable from its pharmacological properties. An 
important exception is its propensity to cause agranulocytosis (see secdoB 4.4 Special waraings and precautions for 
use). Because of JhfeiM, its use isTsstacted tolJsatmenfciesistantfs^Efe^hfenk andj^ydjosis occurring during die 
couEse^ofPa^msofi's disease in cases where -stedadjfrra&tenHlas ^S^e-blood teojotonng Is an esseD,tial patt 
of the care of patients receiving clozapilne, -fitS'ptQrsiciaasteuld be msics of t^ierrate but s£dous adverse events^ 
which may be diagnosed in the early stages an^^y fateful oliservalSon'-and'^iestlianQii; o£l}i^i)a:Ae]xt in order to 
prevent morbidity and mortality. 

Blood and lymphatic system 

©evdopment of j^anuloeytopenia and agranulocytosis is a risk inherent to DENZAPINE treatment. Although generally 
reversible on withdrawal of treatment, agranulocytosis may result in sepsis and can prove fetal. BecaiBe immediate 
withdrawal of the drug is required to p^eatilhe^eiapi^kiiit of nfe-&reatQfiQg:a3»aiidoC|i^ai^ monitping c^th^ 
WBC <msA is m^datory (see section 4.4 Sp#d^ w^drnXngS ^d pi^a»ti©ns iot use). 'Taible^ bdow suffiOMdsesiIhe 
estimated incidetice of agranulocytoss-ferjww* PBNZAPlESE tte^totot period. 

Table 2: Estimated incidence of agpapalocytosis* 



IVeatment period 


Incidence of agranulocytosis per 
m,m peison-weete^ of 
obseni'^Dn 


Weeks 0-18 


32.0 


Weeks 19 -52 


m 


Weeks 53 and higher 


t8 . 



From the UK Patient Monitoring Service lifetime registry experience between 1 989 and 200 1 . 



^ Person-time is the sum of individual units of time that the patients in the registry have been exposed: to clozapine 
before experiencing agranulocytosis. For example, 100,000 person-weeks eould be observed in 1 jOOO patients who: 
were in the registry for 100 weeks (100* 1000 = 1 00,000), or in 200 patients who were in die registry for 500 weeks 
(200*500 - lOOjOOO) before experiencing agranulocytosis. 

Tiie cumulative incidence of ^anulocytosis in the UK since monitoring began is (0 - 1 1.6 years between 1989 and 
2001) is 0.78 %. The majority of cases (approximately 70 %) occur within the first 18 weeks of treatment. 
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Metabolic and NutritiDnal Disorders 

Impaired glucose tolerance and/or development or exacerbation of diabetes meHitns has been reported rarely during 
treatment with clozapine. On very rare occasions, severe hypBrglycaemia,«0inetiines leading to 
ketoacidosis/hyperosmolar coma, has been reported in patitents on^cloz^ine tiealment with no prior history of 
Jjyperglycaemia. Glucose levels normalised in most patients after discontinuadon af clozapine and in a few cases 
hyperglycaemia recurred when treatment was reinitiated. AKhoogh most patiente had risk fectors for non-insulin- 
dependent diabetes melBtus, hyf erglycaemia ha* also beeii documented intpatients with no known risk fectors (see 
section 4.4. Special warnmi^i»n4)«Ce^itti<iiQ«l;>r 

Nervous System ©isorders 

The very common adverse events observed include drominess/sedation, and dizzin^iss. 

DENZAPINE cati cause EEG changes, including the occurrence of spike and wave complexes. It lowers the seizure 
threshold in a dose-dependent manner and may induce inyoclonic jerks or generalised seizures. These symptoms are 
isms likely to occur with rapid dose increases and in patients with pre-existing epilepsy. In such c^es the dose should 
be redu<sd and, if necessary, anticonvulsant treatmeait initiated. Carbamazepine should be avoided because of its 
potential to depress bone marrow fmin&i^ w$ with other anticonvulsant dtugs the possibility of a pharmacokinetic 
interaction should be considered. In lars^Slies, treated witii DENZAPtt^E may experience deliritnn. 

Very rarely, tardive dyskinesia has been isSpo^led & paMbnts on clozapine who had been treated with other 
antipsychotic agents. Patients to'Vi^om t«BWi^'#sktaesia developed wi& oflnaf antip^choti^cs have improved on 
dozapimei. 

Cardiac Disorders 

Tachycardia and postural hypotension with or without syncope may occur, especially in the initial weeks of ticatment. 
The prevalence and severity of hypotension is influenced by the rate and magnitude of dose titration. Circulatory 
iCollapse as a resuU of profound hypotension, in particular related to aggressive titration of the drpg, with the possible 
serious consequences of cardiac or puhnonary arrest, has been reported with clozapine. 

A minorily of clozapine-treated patients experience ECG changes similar to those seen with other antipsychotic drugs, 
including S-T sepient depression and Hattenii^g «r inversion of T wav^, which bonualise after discontiauation of 
elQzajnflBv "Ehe dialed sfgaitcanee of these tjhanges is unclear. Hbw?e¥fer, such ahnofcowMlSeSJhiave heiiisCbsefved in 

vslth epp»catdMs, ^Asb shoiiU ffaiacefoie ihe considered. 
Isolated oases of oardfec astgitoite^perj^aixiiiMperieardM efifiisloJi and wyQejwJSfe have beenjeportai, some of 
whieih Ime been Mai. Ths ms^atSlbf of the casesf of myocardjtis oecditsd-'^ibis tile :fiist2 moofhs ofiiaitiatioa of 
&erapy vtith clozapine. CaidSmi^ops&Sf genetally occurred later in thet tteatii3ien,t 

EosinopWlia has been co-reported with some cases of myocarditis {approximately 14 %) and pericarditis/pericardia! 
effusion; it is not known, however, wlistiier eosipophilia is a reliJ^le predictor of carditis. 

Signs and symptoms of myocarditis or cardiomyopathy include persistenttachycardia at rest, palpitations, anhythmias, 
chest pain and other si^s anS ^ftofittsm of heart faUure (e.g. tmescplainedfetijpe, dy^ipnoea, tachypnoea), or 
§ymptotoB mioHQ myocajKSal tofetcfios. Ofcer symptoms which may lie piaeseHt m addition to above include 
iSu-ftB: symptmas, 

St^d^ Wiexplaioed 4eafts aPekno\»n to occur among psychiabie patients who receive conventional antipsychotic 
mfedioation but also among untepted p^cWatric patients. Such deaths have been reported very rarely in patiaits 
receiving cloz^nhe. 

¥asc!ular Disorders 

jRare cases of thromboembolism have been reported. 
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Respiisatory System 

Respiratory depression or arrest has occurred very rarely, with or without circulatory coIla|SS& (sfee seetiofiS 4.4 3pcci^ 
warnings and precaufioos for use and4,>S Interaction with other medicnial {trodirctiMbi^i'ofherfqnns of 
interactitun): 

6astrointestinal:Systein 

Constipation and hypersalivation have been observed very frequently, and nausea and vomiting frequently. Veiy rare^ 
ileus may occur (see section 4.4 Special waminj^ and precautions for nse)i. Rarely DENZAPINE treatment may be 
associated with dysphagia, Asptotion of ingested foodmay occur inpatients pteseniing with dysphagia or as a 

isom^qaeQce oiactite overdoSi|gi£& 

Hepatobiliary Disorders 

Transient, asymptomatic elevations of liver enzymes and rarely, hepatitis and cholestafic jamufice may occur. Veiy 
rarely, fulminant h^atic necrosis has been reported If jaundice develops, DENZAPINE shoxM be discontinued (see 
sectton 4.4. Spe{da]!waorain£s.andk ^eii»uti0n$ jftw mi^ U tm m^s^ #ei#^pacirattas 1^ fe^en reported 

Isolated cases of acute interstitial nephrfe^liiSKfeftifeeiarqtortedinia^iaficsfiivrift 

Eeprodnctive-andlireastBlsorders 

Veiy Taresneparts of pSl^tismhaive beensemved. 

Oses rfneurolepttc mdignant syndrome |NOM[S) have been ij^orted ittp^etfsjreceivingclozapiiK eilher done or in 
^Ett^yna^don iffiith MtMum ma&ssx OslS-a@tfver£i6nts^. 

Ih&tt4ile hekm 3) suramarfees^e-advigise T6a6tioiis aieGwfHttlated fi»m JepcBrts made spontaneously and dttring 

Table 3; ttestm^tSlW&iiiW^eiit Adverse Experience Fiequewsy Estimate from Spontaneous and Clinical Trial Reports 
AdvelisejPBl^i&nsaK'mJaced under headings of jBceqaenoJr, UiSng the following convention- Very common ( si/10), 
command Mm, <1»), uncommon (S 1/1,OOD,< l/100),TaraC& 1/10,000, < 1/1,000), very rare ( < 1/10,000). 



dlstMleiSi 






Leucopoenia/degJieE^d 

WBC/neutropeAeeSioopMlfe^ 

leukocytosis 




AgranuloQrS}si$ 


RiaiB 


Anaemia 


Very rare 


Thi@iEiib.ci!cytop<snia 
llK@mtefttemm 
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Metabolism and nutrition disorders 




Common 


Weiglitgmn 


Rare 


Impaired glucose tolerance^ diabetes 
mellitus 


Very rare 


Ketoacidosis, hyperosmolar comaj 
severe hyperglycaemiii, 
hypertriglyceridaemia, 
hypercholesterolaemia 


Fsychialric disorders , ^ ^ 




Rail. 




iNervous system disorders 






Drowsioess/sedation, dizziness 




Slurtsid 'VisioUji h^idacbe>: tremorj 
seizures/cotivulsions/myoclonic jerks 


Cardiac Disorders 




Very common 


Tachycardia 


Common 


EGG changes 


Rare 


Circulatory collapse. Ventricular 
arrhythmias (VF, VT), myocarditis, 
pericarditis-'pcricardial effusion 


Very rare 


Cardiomyopathy, cardiac arrest, QT 

plolongatloD, Torsades de poitites ^ 


Vascular Disorders 




Coiiwon 


iyiypeilensi@n, p.QSuirai Jp^^otsnsioiO^ 
spieope 


Rare 


ThFomboembolism 


Respiratory dQs«rd<gr$ , . 




Rare 


A^iratiojain bigested food 


Very rare 


Kespiratory depression/arrest 


Gastrointestinal disorders 




Very common 


Constipation, hypersalivation 


Common 


Hausea, vomiting, anorexia, dry moBth 


Rare 


l^sphagia 


Very rare 


5P!arotid gland enlargement, intestinal 
obslruci&Hi/paralyiic UeusZ&ecal 
impaddon 


Hepatobiliary disordteis 




€oinmon 


Elevated liver enzymes 


Rare 


Hepatitis, cholestatic jaundice, 
pancreatitis 


Very rare 


Fulminant hepatic necrosis 
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Very rare. 


SkinreacfiwJS __ ' 


Renal and urinary disorders 




Common 


; ; 

Urinary incontinence, urinaiy r^teotion 


Veiyrare 


'tnterstitsal nepbtilis 






Common 


Fatigue, fevear, benign hyperthenni% 
disturbances in sweating/temperatum 
legoilation 


Uncommo© . ^ 


?|feig^]jii,c njalignant syndrome 


Veiyrare 


S;i9iM^^^)3j»qplain^ dpath 






lam 





In cases of acute intentional or accidental clozapine overdosage for which infoimation on the outcome is available, 
mortality to date is about 12 %. Most of the fatalities were associatedi vAfh cardiac failure or pneumonia caused by 
aspiration and occurred at doses above 2000 mg (40 ml). TherB.bsve beesn reports of patients recovering frOTO an 
overdose in excess of 1 0 000 mg (200 ml). However, in a few adalt individuals,.prinjarlly tiiose not previously exposed 
to clozapine, tiie ingestion of dosesas4ow as mg (8 ml) led to iife^hii^emng comatSse eon<Mtion$ and, in one 
c^e» ladeialfeu In yoodg^Mldr^ Qie itvi^ of S0 to 200 mg (1 to 4 mO resulted tn strong sei^olii«n!li!j!to^'««itm 
being lethal* 

Signs and symptoms 

Drowsiness, lethargy, ateflexia, coma, confusion, hallucinatfcais, Station, delirium, extrapyramidal symptoms, 
hyperceflexia, qo»vulsjons;J&yperS0lii(®tion,JPaydiiasiis, bitttred vision, Ihertoolsbl^i Itypotemioa^r collapse, 
tachycardia, cai3diac«fit>(dTOms;,a?puat^ ptoeumonia, dysiaioe^ resi^aatoty depessioia ©r Mtm 

Treatment 

Gastric lavage and/or administration of activated charcoal within the first 6 hours after the ingesfian of the dsrag. 
Peritoneal dialysis and haemodialysis are unlikely to be effective. Symptomatic treatment under continuous cardiac 
monitoring, surveillance of respiration, monitoring of electrolytes and acid-base balance. The tise of epinephrkie shoidd 
be avoided in the treatment of hypotension because of the possibility of a 'reverse epinephrine" effect. 
Close medical supervision js necessary for at least 5 days because of the possibility of delayed reactions. 

5 PHARMACOLOGICAt PROPERTIES 

5.1 Pharmacodynamic properties 

PhmmacolJimpeutic group: Antipsychotic agent (ATC code NOSA H02) 

Clozapine las been shown to be an antipsychotic figent that is different from classic antipsychotics. 
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In phartna«ologip^ expejSments, the compound does not induce catalepsy or inhibit apomorphine- or ampheteanines* 
todtSCSed-^eM^pefttjetet^^fow. It has only weak dopatnine-MceptorMblocletogaolivity at Dj^, Dj, D3 and D5 xeeeplpis, 
btit sha*ys-h^ potejugrfbr Jhe D4 receptor, in aMtion to potent anti-^ltoi-adjEenap^c^anticholinergic, antihfertadairoe, 
and arousal-reacdon-lnhiMfiag effecfs. It has also been shown to poss^Sii^STOlfeBfawgic properties. 
Clinically clozapine produces rapid andmarked sedation and exerts asfif^isShQ'fi^^cts in schizophrenic patients 
resistant to other drug treatment. Ih such cases, clozapine has proven eSfectiye irirelieving both positive and negative 
schizophrenic symptoms mainly in short-term trials. In an open clinical trial performed in S19 treatment resistant 
patients treated for 12 months, a clinically relevant improvement was observed in 37 % of patients within the first -We^ 
of treatment and in an additional 44 % by the end of 12 months. The improvement was defined as about 20 % rediic^oS^ 
from baseline in Brief Psychiatric Rating Scale Score. In addition, improvement in some aspects of cognitive 
dj^fUECtion has; been desGiibed. 

Compared to classic antipsychotics^ clozapine produces fewer major extea pyramidal reactions such as acute dystonia, 
parkinsonian-like side effects and akathisia. In contrastto classic antipsychotics, clozapine produces little or no 
prolactin elevation, thus avoiding adverse effects such as gynaecomastia, amenorrhoea, galactorrhoea, and impotence, 
A potentially serious adversereaction caused by clozapine therapy is granulocytopenia and agranulocytosis occurring 
at an estimated incidence of 3 % and 0.7 %, respectively. In view of this risk, the use of DENZAPINE should be 
limited to patients who ate treatment-resistant or patients with psychosis In Parkinson's disease when other treatment 
strategies haye-failed (see section 4.1 Therapeutic indications) and in whom regular haematological examinations can 
be perfbtmed (^ee sections 4.4 Special warnings and precautions for use and 4.8 Undesirable effects). 

The absorption of orally administered DENZAPINE is 90 to 95 %; neitherlhe rate nor the extent of absorption is 
influenced by food. 

Clozapine is subject to moderate first-pass metabolism, resulting in an absolute bioavailability of 50 to 60 %, In steady- 
state conditions, when given twice daily, peak blood levels occur on an -average at 2.1 hours (range: 0,4 to 4.2 hours), 
and the volume of distribution is 1 .6 1/kg. Clozapine is approximately 95 % bound to plasma proteins. Its eliminatioh is 
biphasic, with a mean terminal half-life of 12 hours (range: 6 to 26 hours). After single doses of 75 mg (1.5 ml) the 
mean terminal half-life was 7.9 hours; it increased to 14.2 hours when steady-state conditions were reached by 
administering daily doses of 75 mg (1 .5 ml) for at least 7 days. Dosage increases from 37.5 mg to 75 mg (0.75 to 1.5 
ml) and 150 mg (3 ml) given twice daily were found to result during steady state in linearly dose-proportional increases 
in the area under the plasma concentration/time curve (AUG), and in the peak and minimum plasma concentrations. 
Clozapine is almost completely metabolised before excretion. Of the main metabolites only the demethyl metabolite 
was found to be active. Its phmnacological actions resemble those of clozapme, but are considerably weaker and of 
short duration. Only trace amounts of unchanged drug are detected in the urine and faeces, approxunately 50 % of the 
administered dose being excreted as me^bol^dn the urine land 30 %>in ,the §aeees. 

5.3 Preclinical safety data 

Preclinical data reveal no special hazard for humans based on conventional studies of safety pharmacology, repeated 
dose toxicity, genotoxicity and carcinogenic potential (for reproductive toxicity, see section 4.6). There are no 
preclinical data of any relevance to the prescriber which are additional to that aheai^ included in other sections of the 
SPG. 

6 PHARMACEUTICAL PARTICULARS 
6.1 List of isxcipients 

Glycerol (E422) 

Sodium dihydrogen phosphate dihydrate 0E339(i)) 

Sorbitol (E420) 

Xanthangum(E415) 
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Iri$]liM«dichi»JRi>arcl 



Povidone {E1201) 

Sodium methyl parahydroxybenzoate (E219) 
Sodium propyl parahydroxybenzoate (E217) 
HydrocMoric add (for pH Mjustment) CE507^ 

Water, Pwified^ 

6M Ineompatibilities 

Clozapine Suspension is not compatible with orange juice. Thfir^re^it Js jec'caoaneaddi jChtit if Clozapine S£ep©«fe» is 
to be mixed with a bevex^, only water is to be iised 

Jxt-vse j^lf lii^: M da.j« afier&st Dpeai^. 

6.4 Special precautions for storage 

This medicinal product does not require any special storage conditic^. 

6.5 Nature aod contents of container 
Amber glass bottle containing 100 ml of suspension. 

Tbe bottle is fitted with awhite, polypropylene, round child-resistant, tamper-evident screw cap containing a LDPB: 
: [feam liner. 

The filled and sealed bottle is packed into a carton along with a botfle adaptor and two graduated oral dispOTer5 i(l ;x it 
ml oral dispenser and 1 x 10 ml oral dispenser) for (fepensii^ aadiaicBMsftatiiori of the stospensii^.: 

6.6 Special precautions for disposal 

My mm&i-po&adt or waste m^erial sk)idii<1«B dispesednxf lb acc^dariee vm iMltepIrM^ 
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